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1. -#«^»rtBl*flJ^. ^^^i^^J: 




S Na, Sic K, ^ NH 4 « 

3. -#»&*rt»#fiJ£4&» £S£*&5£fc. 




^fass ii 



102033 i 



X,fn X 2 * Na, & K, NH 4> R 2 Ji H, 3S-SCN SS-C1, BR-Br. 
5. -M&*|*lttlMif&%. g&fcfSSfcs 




30 i2^-mm.mm-i3-a.-&mn&mtemm^=i&m.mm&&mmm&^ mm 
7. i, 3, ft 5 *te-mftfr&w&M&ft%ft&fflMmm 

<I?$5^4?#E T, B mm±^, mmmT IL-l, IL-2, IL-6, iNOS m?* 
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9. ■fem-fomm* s #jffl3ir, ^^ffi&mmmM&zb&gtfcmmmmtti 
m, is^iii, ^js^, gnm&m, %j&mwmk, i-mmmm, 

5 
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(sle), *&m, gmm&fe, vhmmwwtt,, m$t, i-mmmmmn^j^ 

(azathyopurine), (corticosteroids), ^C^ 3 ^^ (methotrexate), 

MWtB. (cyclophospamide), 6 — §11®^ (6-mercaptopurine), -£#§fflic 
(vincristine), S^^(celebrox), ZfJ&WiM A (cyclosporine A), FK506 ^. 

ife^^^j6*j?stt^^^^^gfi<i t, b mmmmm^o t, b mmfrm^tk 

i&&7F%.mm* ffi&Mm®m®>ik&®rt t, b mm^nMmm^nm^^ 
w®ftmnftmm&}mi&%7Fftft&) 0 m t, b mmmmmmnts 

m.wmmft)&jmm®^m, ^mmm A±mw®&ft u (il-2), xt&fri 
(il-i) toftwm'&m, &£mifommmM®it®'g®mjs&i*wft. mu^m. 

*&mttmmmTto£m%}MM^m&, m. il-i, il-2, il-6, tnf, inos 
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(SLE), 4*&ft«gft&fttt£&Jft. fflW^W + ftftWft^ttff^Krt 
i§H(triptoiide) <tt»Jt*#2gPttM###/TWW5S** 1 WK»ttiS3fi : 5 1 5fffl 

w+^>w^s) ioo ^w±6<jifc^#j. inm&Mftmm (triptoiide), i6-&mw 

ABftWiM, dim^lM (triptophenolide), f^i^f (tripdiolide), U&W 
%ftmm (tripchorolide)9P&-£4fcU %$>tt W&B ft SI® ftJ&SEil^WirtWilS 

^ C US Patent) : 6, 150,539, 6,004,999, 5,972,998 , 

5,962,516, jpn 5,663.335 ; PCT ^^J^if:W0 00/12483; 4" S ^>PJ CN 
20 1 0 2 7 3 71C, ZL^m^ 89106941. 0o' 

3. ^mrmm &Bftmmmft&<k&f&: Yang d m* ^*>itt^ 

(J. Org. Chem. ) 2000 Apr. 7; 65 (7) : 2208-1 7 . 

4. mmm^mfk^r^mr^in^B^mmr mm^m-. us Patent 

4, 328, 309 . 

25 m.mm'&Bftm&t&%, , BLWMmn&%to* ®.&Ti®Tm&?®.ffl7 tmm 

JfcjBZffl. 1.#1&J*, ^LD 50 ^ 0.85mg/kg'#S, 2. 7Ki§fi?& 

fe, ?E8jfls»Jft(iv)&lf. 3.mj»aiaatt(peniieability)ffi <a^*»**» 

30 Wo US Patent 5,962,516 4" W 14 - T- ftgf % ft H 11 7 * 
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tt. US Patent 6,150,539 &} 8 -JB&ff&J* ft mWffi PCT ^^J*i* WO 
. Uplift LD J0 2) 74mg/kg #S, a»tttt5fc#ft"£tt*&*rt»»tt LD S0 3> 

5 o.85mg/k g #a»«T» 87 f&. m&m&m&BP3 mmffi*tm%i&}$iW%9&} 

PCT ^SpJ^fll WO02/28862 £&7*#&ff &0rtaB»fiS£4&H)--^f 
JR. US Patent 6,150,539^ilJ J — ^TK^S Iftlf&Ji Attffffi£4fe. 

SfSffe4fc05!U US Patent 5,962,516 # W 14-T-^1T»£I§ ft SIT** , 

J* ft J*** ft* WjSfflJE^T^ffl^-^J CUS Patent United States Patent) 
6,329,1 48 (Transplantation) 2000 Nov 27;70(1 0): 1442-7. 

15 3tHj}fEi£ 




gpfe:* i 



R, ft H, $mi& ( -p<^ ) -pC^ ). 

35 

tfjH I&flS'&ft'f. ttft^ftttttC J<<*1), XxWX a ftNa. 
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gfttl:*; II 



-C(=0)(CH 2 ) B C0 2 , n*J l-4#J$££fc), l&ttttflg ( -ICS*), 

P-ox, 

3E^mg^(" P "H ) 0 X t fO X 2 ^ Na, M K, §E NH 4 . R 2 ^H, <&-SCNl£ 



-C1(@£-Br) 0 i£^^aj§6<j^ Il^^ftt, tti^R.^^mSK J<^ ) 
fflT — ^1T[-C(=0)(CH 2 ) 4 C0 2 ], X,*n X 2 Jt Na, R 2 S-SCN. 

m in nm^Brtiin^^^^ 



\ 



ONa 



Ilia 



^$5£ 1Kb 



g^R^H, Uc-SCN, ^Ji-Cl, gK-Br D 

sim#j£^itt2r& (#^^r^jsL^^i 1-7). 



1020331 

% - ft ft # ft * ft m & 1$ ft V : 




5 S^IftlB»(T) 

&H^5pJ(US Patent 5,962,5 1 6) 7 14-T — MTff 

Jg-ft5fe#ft£-%;t 12-p-^m®»-13-a-^SH^^I*ll§^ (12- 
{3-thiocyano-l 3-a -hydroxy triptolide): 



15 




i2-p-?«E!RBfi^-l3-o-l53£»^»rtHB»(T-SCN) 
^WfJT^fflfl&S^ IL-l, IL-2, IL-6, iNOS fcj} 418 ^ R&^fflfflT Cox-2 
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^m^vEnc^t&m io) 0 t-scn mffl&&}7km&m&wftm 

mffi$LM&)^'\!kM^m&, mtn 12-p-^m^Sfl'^l^l*l^-13-P-14-a-gfM 
® to LD 50 % 126 mg/kg #«, lltt^^teTI^IMSfiil 
5 LD 5O (0.85mg/kg #fi), ffi Jl. 3£ 14 &*B^<. 

mmm$kmifcw ii)ft*B.mnteWNsm£. : &zk&Mto 12)+ wdy 



9 1: *^W7K*14®^I»rtSS#«^*X*IL~2 Wf^ffi(mediuiiu5S!&Xd- 
fig, PHA: CsA: SFfl&ttft A)'. 

9 2-. *»!8WzK#ttfr^*rttt«tfijfe4jSxt IL-1, IL-6, iNOS W^ffl 
15 (medium: £ 6*NR, PHA: gg^ff , CsA: if Jfetf ft A). 

9 3: *£WM7iC»ttW&a?rttt*flf£*51fr HT-29 *ffl J3& PGE 2 -fr* 
(pg/ml) M & m ( M =22.93pg/ml, jfc 5ffi (indo)=1.3pg/ml,WDY 
4=4.22pg/ml,WDY7=4.97pg/ml)c 

$JtWl. 12-p.«E«KSm^»rtlB-13-a-14-P-«tK4!«I(WTfS*S? WDY 1) 



10 



SCN 



25 



30 




WDY 1 
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afclftPT. HSlfif^in 251mg T-SCN(0.600mmol),W»A 20ml M 
Ig, JUA 0.28mlPOCl 3 O.OOOmmol) . *0*I3A 40mgDMAP » 

am 24 <he*jg. ph i'J 8. u&mmm^, mzmm 

jS?#ft,&*5E#l&. TLCtt». JET^:*:^MM (10:1:1) J**F. 

wDYi,^w«i>* t-scn w^-zmrm* z>mmm, *pa 2 g 75-300 

75-300 gS^ttMlff^^. IETB? : 7* (20:1) 
M-*H*J&. J±«#ai»*B#. ETitft^*. "ft** 75%. *®m&* 

T lOOmg/ml. R f €^0.24, (IET*/*/*** 10:1:1), J66*l* Kedd's 

MS ESI+ ra/2:C 21 H 23 NS0 8 PNa i+#{t: 504.0858, 504.0857. 
MS ESI- m/z;C 21 H I3 NS0 8 P i+IMt: 480.0877, fjMfi: 480.0888, 

IR(KBr)cm': 3417, 2938, 2156, 1749, 1674, 1247, 1109, 1000 
l HNMR,Sppm: 0.84(3H, s, 18-CH,), 1.01(3H, d, J=6Hz,l 6-CH,), 1.04(3H, 
s. 17-CH,), 1.34(1H, m, 1-ccH), 1.46(1H, m, 1-pH), 1.80(lm, t, 
J=14.4Hz,6- pH), 1.94(1H, m, 2-H), 2.13(1H, m, 2-H), 2.20(1H, ro, 6-aH), 
2.35(1H, m, 15-H), 3.09(1H, m, 5-H), 3.51(1H, br, 7-H), 3.71(1H, s, 12-H), 
4.25(1H, br, U-H), 4.61(1H, b'r.U-H), 4.85(2H, dd, J,=36Hz, J 2 =17.2Hz, 
19-H); 

l3 CNMR, 5ppm: 15.4(1 8-C), 17(2-C), 19.2(16-C), 20(17-C), 21.8(6- 
C), 29.5(1-C), 32.7(15-C), 35.0(10-C), 39(5-C), 55.7(11-C), 56.0,56.2(8- 
C), 56.7(7-C), 62.5(12-C), 66.0(9-C), 70.8(19-C), 77.5(14-C), 83.7(13-C), 
112(SCN), 123(3-C), 163(4-C), 173.6(20-C). 



3, PNMR, 5ppm:4.57. 
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25 



WDY 6) 



»g6-l3-o-»«»^»rt«-i4-P-T-«*»(^T«# 



30 



SCN 



OL.I1 

_ i X. J^ 011 DMF/ 0 ^ 




T-SCN 



WDY 6 



tlT. ft 50ml D9 = 3iHfcf ftlA 80mgl2-p-?«*K«-13-a-14-p-»£» 
^i'rtiBKT-SCN) (0.191mmol),8ml ift , tP A 4ml DMF 24mg 
DMAP . «Jg*HA 3.2g T-^if(3.820mmol), Mf»#fiJ*-JB IB. 
ittfflA***, ^#-St¥^, TLC &2t: 

(10:1), =££*J WDY6 if«d>*^&&^ 12-p-«EllUR*-13-a-14-P-»*W& 

Mftmm* ®Ei%L®, n*mm> m n«:**<i4:i)tt»tf#ttft. 

l|fc^3j90%. Rf: 0.30„ 127-1 29°C. 7K^M£*- : J 1 30mg/mlo 

7G*#*T. C JS H„SN0 9 , if-***: C 57.79c H, 5.63 . N, 
2.70. C,57. 66. H, 5.91. N, 3.05. 

IR: 3435, 2970, 2152, 1745, 1673, 1157, 1022, 993„ 

'HNMR,5pprn: 0.79(3H, d, J=6.4Hz,16-CH 3 ) , 0.89(3H, s, 18-CH,), 
0.97(3H, d, J=6.4Hz,17-CH 3 ), 1.29(1H, m, 1-aH), 1.44(1H, m, 1-pH), 
1.83(lm, t, J=14.4Hz, 6-PH), 1.95(1H, m, 15-H), 1.99(1H, m, 2-H), 
2.15<1H, m, 2-H), 2.23(1H, m, 6-aH), 2.46-2. 51(4H, -CH 2 CH 2 -), 2.69(1H, 
m, 5-H), 3.52(1H. d/J=6.4Hz, 7-H), 3.96(1H; d, J=5.2Hz,12-H), 4.03(1H, 
d, J=6.03Hz, ll-H), 4.53(1H, s, 14-H), 4.84(2H, dd, J,=42Hz, J 2 =18.4Hz 
19-H); 5.53(1H, s, 13-OH), 12(1H, br, -COOH). 
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15 



20 



25 



,J CNMR, 5ppm: 14.3(18-C), 15.7(17-0), 16.3(16-0, 16.8(2-C), 
22.2(6-C), 28.8~28.9(-CH2CH2-), 29.4(15-C), 30.1(1-0, 35.2(10-0, 
39.5(5-C) , 50.9(12-C), 57.7(U-C), 59.0(8-0,62. 1 (7-C), 67.1(9-0, 
70.6(19-0, 74.2(14-C), 75.6(13-0, lM.O(SCN), 123.5(3-0, 162.2(4-0, 
1 70. 8(-CO-), 173. 38-173. 43(-COOH, 20-C). 

3: ®&S^BB-14-p-«Nft— tt(&T1Sffc WDY 7)«J#J$*tofM# 



SSn^^T, HSBflS + jBlA 180mgT(0.500mmol), lOmlflth^, SHftS* 
1JQ 0.14ml POCl 3 (1.50mmol), ffiifl^, 2-3 

fflamS^ii^ PH=9, <^ffi^*iST, ffl¥BWA?#i&» fi&*?c#l&o TLC 
JET»':tK:*I*K (4:1:1) , WDY7, ^W^i># T U%.%t 

ffliET»:2K (15:2) a^ttM^fo TLC ft 2. WDY7, Mffi* 

m&=r, mm^kmmms z^mu^n^m^ i67mg, &^;*H75%), R f *t^ 

0.32. TlC^^jS^:^ lOOmg/mlo 

MS:ESI+ m/z:C I0 H 24 O 9 PNa 2 tf-£tt:485.09S6, mfefe:4*5.0951. 
TR (KBr) cm-': 3424, 2971,2935,2878, 1748, 1671, 1445, 1226, 1118, 1035, 975. 

'HNMR; 5ppm: 0.70 (3H, d, J=7.2Hz, 16-CH 3 ), 0.88 (3H, d, J=6.8Hz, 17- 
CH 3 ) , 0.96 (3H, s, 18-CH 3 ) , 1.25 (1H, m, 1-aH) , 1.30 ClH, m, 1-J3H) , 
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15 



20 
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1.82 C1H, t, J=13.8Hz, 6-PH) , 1-96 C1H, m, 2-H) . 2.08 (1H, m, 2-H) , 
2.13 (1H, m. 6-aH) , 2.21(1H, m, 15-H), 2.55(1H, m, 5-H), 3.36(1H, m, 7-H), 3.83 
(1H, m, 11-H) . 4.11 (1H, d, J=11.6Hz, 14-H) , 4.83 C2H, dd, J^S.OHz, 
J 2 =17.4Hz, 19-H) . 

»CNMR,5ppm: 14.4(18-C), 17.1 (2-C) , 17.5 (16-C) , 18.0 (17-C) , 23.1 (6- 
C) , 26.0 (15-C) , 29.7 (1-C) , 35.7 (10-C) , 40.3 (5-C) , 54.7 (12-C) , 
55.5 (11-0,60.8(7-0, 71.0(19-C), 75(14-0, 123.8(3-0, 163.2(4-0,174.1(20-0, 
61.1, 64.2, 65.2, 65.3 (8-C, 9-C, 13-C) . 

4: «^»rt«-14-p-H«««(IUT«»WDY4)tt«SttlW# 
T 

WDY 4 



►Na 



25 



30 



ftt^T, 25ml ®E=mU*lM\ 200mg T (0.556mmol) ft 20ml 
PMB, SftiftiD 0.10mlPCl 3 (1.149mmol) , #M4l^> W±M\U 

(5/2) «*. **36*Ufc. TLC &rg: 3ETW:*:*M* (4:1:1) . WDY4 
^-^S^'SSiJ^^o ffl H 22 %, %03:^m (5:2) £iI#T . 

^p Q p.70mg, 50%, R f ffi * 0.46, S&7f!J3> Kedd's TaSifti , B^gE&o 

7kmM&J:f- lOOmg/ml. 



IR (KBr) cm 1 : 3424, 2965, 2365, 1750, 1627, 1226, 1028, 972. 
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'HNMR,8ppm: 0.74 (3H, d, J=7.2Hz, 16-CH,) , 0.90 (3H, d, J= 6.8Hz, 
17-CH 3 ) , 0.94 (3H, s , I8-CH3) , 1.25 (IH, m, 1-ctH) , 1.32 OH, m, 1- 
PH) . 1.80 ( 1H. t, J=14.2Hz, 6- PH) , 1.94 (1H, m, 2- H) , 2.10 OH, m, 
2-H) , 2.20 (1H, m, 6-aH) , 2.33 (1H, m, 15- H) , 2.59 OH, m, 5-H) , 
5 3.29(1H, m, 7-H), 3.52 (1H, d, J=3.2Hz, 11-H) , 3.82 (1H, d, J=3.2Hz, 12- 
H) . 4.03 (IH, d, J=l 2.4Hz, 14-H) , 4.83 (2H, m, 19-H) , 6.7(1H, d, J=595.6Hz, 
P-H). 

IJ CNMR, 8ppm: 13.9(18-C), 16.7(2-C), 17.0 (16-C) , 17.5 (17-C) , 22.8 (6- 
10 C) , 26.3 (15-C) , 29.2 (1-C) , 35.3 (10-C) , 40.1 (5-C) , 54.3 C12-C) , 
54.9 (11-C) , 60.4 (7-C) , 70.3 (19-C) , 73. (C-14, d, J=22,8Hz) , 123.2 (3- 
C) , 162.5 (4-C) , 173.2 (20-C) , 63.5, 64.5, 64.6 (8-C, 9-C, 13-C) . 

3l PNMR,5ppm: 1.34(d, ^.,,=5991^) . 

15 



teUHUfry, ^mm^MX 108mg T(0.3mmol), 30ml rtfc5fe*P 39mg 
DMAP j5 , M1)U 1.5ml POCl 3 (16.37mmol), ftjfl*4^. fltlAII- * 

s^p. mm&&mmm#&. ^*5cm&. tlc iet*:*:#** 

35 (10:1:1). £&fcWDY2, ^fft^i T S'Jj*^ • n a n il5£fl£lET 



20 



25 



30 
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5 



10 



*-*(15:2) &m *r. TLC WDY 2, ***=F. ffl^Mla 

»*, Z^&^mft H5.2mg, Km 800/c, R f <& * 0.33, 46*1* 
Kedd>si**iJ, m^afe. TK*^*^ lOOmg/ml. 

70*#*T: C 20 H 23 O 7 ClPNa C 49.96, H 4.82, gflftHi C 

49.75, H 4.43. 

IR (KBr) cm" 1 : 3428, 2930, 1741, 1634, 1244, 1023, 582 

l HNMR,5ppm: 0.78 (3H, d, J=6.8Hz, 16-CH,). 0.96 (3H, d, I- 
6.8Hz, 17-CH,). 1.0 (3H, s, 18-CH,). 136 (1H. m. 1-oH), 1-38 (1H, 
m, 1-PH), 1.89 (1H, m, 6-pH), 2.06(1H, m, 2-H), 2.16 (1H, m. 15- 
H), 2.21 (1H, m, 2-H), 2.39 (1H , m, 6-aH), 3.05 (1H , d, 
J=12.8Hz, 5-H), 3.54(1H, d, J=2.4Hz, 12-H), 3.86 (1H, d, J=2.8Hz, 
15 11-H), 4.44(1H. s. 14-H), 4.63(1H, s, 7-H), 4.83 (2H, m, 19-H). 

>'CNMR, 8 PP m: 15.0(18-C), 16.8(16-C), 17.6 (2-C), 18.0 (17-C), 28.5 
(6-C), 28.9 (15-C), 29.9 (1-C), 37.0 (10-C), 37.5 (5-C), 53.4 (12-C). 
57.8(1 1-C), 63.7(7-0), 70.7 (19-C), 74.6 (14-C), 
20 1 24.0 (3-C), 163.3 (4-C), 173.5 (20-C), 61.8, 61.9, 62.9, 81.4 (8-C, 9- 
C, 13-C)o 



3, PNMR, 6ppm: 2.96. 
WDY3)6<J^J^- 



12 




WDY3 

R= CH 3 oO CH 2° 



$|[WT. HM + JP 41.9mgT-SCN (O.lOOmmol) , S*PA 5ml 
PfcBfc. JPASmgDMAP, ftMJPA 0.018mlPCl 3 (0.200mmol) , £S 
K&. *RA 0.065ml (0.520mmol) , fiaftfiH-fl^e. JPA 

0.200ml 30HH,O t *»jaJtt**»JB. ffl **** N.HCO, *». 

+ . SiJDA 0.300ml HF(48%)&/k 72 TLC iETW:*:*»« 

(4:1:1) MJF, £ &%f*®&> ^Wft^J^-SCNflStSMi**. Z. 1****1 
A 2g 75-300 gifeJfc ##. BS*Z,JR, 75-300 Ei /H#T . IETIS: 

7K (15:2) , TLC**fcW. . *R^*^ 

0.24, (jET*/#/#»« 4:1:1) . Sfefclfc Kedd's t5^J , S^£L&. 
jfcft***"* 100mg/ml. 



40 
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10 



15 



SCN. 




SCN 



20 



25 



30 



PCb/Q 



Na 2 OCl3 




WD Y 5 



35 



40 



80mgT-SCN ( 0.191mmol ) , H*PA 8ml tt£ . 
tf , A 8ml ftff, *SiT*»&S-«. fcJ^ 40°C Si®. 10 /hW 

24*tf. «ffi TLC**' (10:1) ' * 

*ftT-SCN*±A.#i>*T-SCN. 79Hfftl. Jfl A 0.5 tttttt 
M«T. m&:¥»C15:l)«6K.TLC«E*.«[*Z,*«T-SCN«^. # 70mg. 
ftt^^^llt, * 70mg Z,«4fc T-SCN 2ml Hfclfc*. 

O.lmlPCl,, lElMTS^fiS 30 0, SKtK^*P, **. #*UA 40ml _ 

14 




2/ 



1020331 



10 



15 



a^fc.BzKiftW** 60ml, TLC tt- IETW:*:*»« 

(4:1:1) . **36*ift. fo±*fc 60ml *** + i«A 40ml *flNa a CO,** 
MT**18*tt, ffi^ H 2 SO«4> *P&PH=7, *£*«Rft*> Z»» 
TLCfc*. IET»:*:W»* dO:l:l). ^^^11, fit^M 
jft. ffltU*: ¥f (4:1) . «JftttJl«f * WDY5. R f fc* 0.54. J**** 
jKJK*'? lOOmg/ml. 

^jfifi-W 8: WDYm^I^^^^^fi&H : ? 1Il -l' ][L - 2 ^ IL-6 iU^iNOS W# 
IL-2, IL-6 £1 a iNOS mRNA SSHfefcH*** LPS £ PHA iffl 

^RMunwEaiJfimw^i* 5 ^. a ffl wdy4 **»«iT lps m 

PHA IL-2 mRNA »£(B D, WDY-4 fcSfe^ttHW IL-6 |D iNOS ft 

mRNA *& (S 2). A tt&W#H^ • WDY1 * 

WDY6 W*«E«J«»tttB4RSF» ^fcfcttttSA^fcWttfc***!*** 

«W#***M. Lewiz + -fr****^ 6 ?L*#lR 

A. ®M®mx ixio6/mio ft##»jBirtJiiA«a*«»tt*er*» * 3rcm 

^ 15 ^HJpAlfig/ml LPS(Sigma ljig/ml PHA (Sigma 
:£37'C, 5%C0 2 *#T 2 /hBt. fflQiagen RNA «**»IAIft 

»JRri8J(Porkin Elmer applied Biosystems)^^^ ABI TaqManfc** 
ftfAiftMatf RT-PCR $flfe, 2mM 100mM 

DTT , 40*&R2fesett4l*j, 50ng Rft*l9l*. 15 *tt Themoscript 
) Rtt£&4*X*ttft«ft mHNA(l|ig)flt#**S* DNA(cDNA), 
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% 25-C, 10 £ ft, 48'C 45 *ft. 90'C 5 #ft, *JS*#S 4'C« ffl 
TaqMan PCR ABI 7700 ffW*«*±*feT IL-1 , IL-2 , IL-6> 

iNOS #3^* fit, ^& 7 K¥, fiJSftl^ ixTaqMan Universal Master 
Mix, 900nM 3EA (Jh »)»&fl(T») 200nM TaqMan «ft. Ill A 

50nM9l*ff««-. ****** 15* ft, 60X3, 1 #ft. 40 

£JSLffl 1 fPffl 2. 

9: ffi PGE 2 iS^1£&&f'J#£ W COX-2 MHHWflUB 

m Cayman PGE 2 EIA tt*l***T***tf COX-2 flftft%£IS*» 
H£ POE 2 «*«. #«a*UC«I HT-29 A********* 10%*** 
?SfPitftW> » RPMI 1640 ^4" » #&H«!teM;sifcffl$rl& 

if^M^JnA^^Bj (WDY4*0WDY7, lOug/ml), ClOOug/ml) # 

# PBS 8fc»15ifc, id A lml fe* 40»M #£!ffl»«(AA)W*m**r*»» 

30 aft, i&m±m, «**i**^*w«e«5fefl5tt«. #&$4*n 

if|fPGE 2 tfj£E$4, tt*JB,P»ffl3. 

^ifS^J 10: WDYl»aiLD H ^5 

WDYlfflTKKiW. T§5^J*&(150, 135, 122, 109, 98 mg/kg#S), #^10 
RMtt*K JH**** 99-30 

(iv),fli£ WDY 1 LD 50 ^ 126mg/kg#Eo 
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mm 

(mg/kg) 


Log(D) 




m 


m 


LD S0 


95% limit 


150 


2.1761 


10 


9 


90 


126 


119-133 . 


135 


2.1303 


10 


8 


80 


122 


2.0864 


10 


4 


40 


109 


2.0374 


10 


1 


10 


98 


1.9912 


10 


0 


0 


Y=-38.1841 


+20.56654 log (D) (G=0.2063235 



$zn&i ii: wdy m dnc ^m^m^^^mm&Mm^m 

J£S: -^^Hli^(dinitrofluorobeazene,DNEB &&3S$S 

-« &ttj5#*j5 24-48 *jtf&flE*i, jifcwaj^^^atfflK. 

5FP •fRT^Mo as»a3ettssftat*m#*«;iR^* 24-48 <hw^at^wsa 

1. ttifctttt 

T^HiWDYl, WDY6s WDY7i&363S6fe»*. ttflm/9£«ft7ME#0r 

3&4fc: aWW^K HOK. Sb^&TlE^: Jl|&«j1f» 99-30 •<§. 
T5$fi]: 2,4 "SMS^ (DNCB) , jft-f: 20000101, S±»«lR|— F £ 
i*. fftefflHtfffl^WBB^ 50%> 2%s 0.5%$3 0.15%^ft^So 

2. T«2m: « « * B JSL f t ® » & *f H( IS 35) tti * «f W ft » # « 
All w m & ft & H 4to IS * # * M « 
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* 1 





*i* 


mm 






( mg/kg 


(mg/ml 


(ml/10gX 


> _ t% 




) 


) 


<% ) 






NS 




0. 1X10 


i p. 


WDYl % 


2. 4 


0. 24 


0. 1X10 


ip. 


WDYl 4" 


6 


0. 6 


0.1X10 


ip. 


WDYl ^5 


15 


1. 5 


0. 1X10 


ip. 


WDY6 i& 


3. 2 


0. 32 


0. 1 X 10 


ip. 


WDY6 + 


8 


0. 8 


0. 1 X 10 


ip. 


WDY6 ffi 


20 


2 


0. 1 X 10 


ip. 


WDY7 ffis 


0. 05 


0. 005 


0. 1X5 


ip. 


WDY7 4» 


0. 14 


0. 014 


0.1X5 


ip. 


WDY7 iff 


0. 4 


0. 04 


0. 1X5 


ip. 




100 


10 


0. 1 X 10 


po . 






mm 


ft*£3tf£^ 50%W DNCB ?f fl 



m 2u i if«i^^&±. scttsi*. 

^H: a*£HWS±*tf*&*«. (£*WDY7 

2%, 0.5%, 0.15%WDNCBWW»«*20nl*^#K»H«:AJft±. 

W^Jg#: ^#^Js24h. 48h. 72h J8Bf?5»«JH*t&flfeW&I&. ^T^^ 



«>J Cit#> 






0 






0. 5 






1. 0 






2. 0 






3. 0 






4. 0 







3 . TiSiftgg* 
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3g 3 







24h 48h 72h 


t£± 


2 4±0. 84 3. 30±0. 71 3. 30±1. 3 


(5£?fa# A) 


0.6±0. 21** 0.85±0.34** 1.55±0. 50** 


WDYl ift 
WDYl f 
WDYl ffi 


0.55±0.37** 0.90±0.51** 1.25±0. 75** 
0.80±0.79** 1.15±1.11** i.50±0.97** 
0 30±0.26** 0.70±0.26** 0. 85±0. 24** 


WDY6 ftc 
WDY6 4" 
WDY6 S 


0.45±0.37** 0. 40±0. 32** 0. 55±0. 37** 
0. 50±0. 58** 0. 85±0. 47** 0.83±0.25** 
0. 25±0. 26 0.55±0. 37** 0. 55±0. 28** 


WDY7 i£ 
WDY7 4* 


0.40±0.21** 0. 40±0. 21** 0. 75±0. 26** 
0. 20±0. 26** 0.41±0.21** 0. 65±0. 34** 



WDY7 jg I 0.0±0.0** 0.17*0.29** 0. 17*0. 29** 



12: WDY n WDY 6 . WDY 7 #L&T$i& (*»J*fc#« , »> 

1. $tt*m 

zft#J: Wisteria 110 R, £f'l§ . 200-250g o ttftf WDY P 

WDY fi , WDY 7 . P014#p d B : Qftvlttfto 

2. m M * ffl 31 £ fifl & if 25( IS 35) 'IS * It 51 » # 15 

jwj w ta & & & 15 % m & # jk K'J a a-. 

110 H^J^^^ES^ ip30mg/kgtfM&T. SBTtt Af#fi^ 
20mg, l *#»«JB24<|Mrf, *fc?E**, Slfcffis*. 

«*M«^aa2om g . ^^Btsfes^^^mg/ioog^m^^. ran*;Bim-5 



3. ^cgEsa 



4±. 



Rest Available Copy 
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' ^4 WDYp WDY r WDY 7 ttife«» ( *H 3$ 03 j£ It & ) 



— .- 


mm 




CM) 








SD. 


m 
& c%) 


_ _ 


sua 


iv 


9 


68.0 + 39.9 




Afirn cr/V a X R 
*T U III J*Lg O 




Po 


9 


39.3 + 22.2 


42.2 


2.5mg/kgX8 


WDY 


iv 


8 


36.5 ±11.2 




5mg/kgX8 


tt rr\ "XT" 

WDYi 


iv 


9 


36.9±9.9 


A < "7 


l0mg/kgX8 


TX T TX XT' 

WDY, 


iv 


9 


27. 7± 6.2 


CO ^ 

5j» . 5 


2.5mg/kgX8 


WDY 6 


iv 


8 


39.0 + 18.2 


42.6 


5mg/kgX 8 


WDY 5 


iv 


9 


36.0+11.8 


47.1 


lOmg/kgX 8 


WDY 6 


iv 


8 


34.7 + 10.2 


49.0 


0.025mg/kg 


WDY, 


iv(PS 


8 


39.8 + 9.5 


41.5 


0.06mg/kgX 


WDY, 


iv(PS 


8 


30.2 + 4.6 


55.6 


0. 125mg/kg 


WDY 7 


iv(PS 


9 


29.4 + 6.1 


56.8 



WDY,, WDY 6 > SWDY^WKa^ffl^rt^WW^MI. H#p a «l« + M 



10 



Best Available Copy 

20 



«. w % m 



> 



0 



* 
ft 

5? 



LPS 



02 ug/ml 
■ 10 ug/ml 
_ D50 ug/ml 





Media LPS CsA WDY-1 WDY-2 WDY-3 WDY-4 WDY-5 WDY-6 



ft 

8 



PHA^#MrL-2#^ 




Media PHA CsA WDY-1 WDY-2 WDY-3 WDY-4 WDY-5 WDY-6 



Best Available Copy 




LPS 3f #ft IL-1 



6h 

Jit 
3? 



□2 ug/ml rg 
■ lOuo/ml 9 
050 ugfrrA {w 










L_ 1 sfl EL El 1 






■ It i m 1 1 


111 



Media LPS CsA WOY-1 WDY-2 WDY.3 WDY-4 WDY-5 WDY-8 



LPS ifc#ttlL-6#& 



(92 irg/mJ 
■ 10ug/mJ 
□ 6OU0/tnl 



I ' 

s 





Medfc LPS CbA WDY-1 WOY-Z WDY-3 WDY-4 WDY-5 WDY-6 



LPS ^#fi<JiNOS 0&t 



I 



250 



150 
100 



50 




P2 ug/ml 

■ 10 ug/ml 
-O50ug/m) " 




Media LPS CsA WDY-1 WDY-2 WDY-3 WDY-4 WDY-6 WDY-6 



m 2 ' 

Best Available Copy 

2 



0 

Control Indo WDY-4 WDY-7 



m 3 



Best Available Copy 

3 



